Background: Atacicept targets B-cell stimulating factors BLyS and APRIL, and has shown evidence of clinical response in SLE. Objectives: Exploration of atacicept efficacy and safety in a pre-defined subpopulation of SLE patients with high disease activity (HDA, SLEDAI-2K ≥10 at Screening) in the phase IIb ADDRESS II study (NCT01972568). Methods: Autoantibody positive patients on standard of care therapy were randomized 1:1:1 to double-blind weekly SC injections of atacicept 75 or 150 mg or placebo (PBO) for 24 weeks. Analyses of the HDA subpopulation are now reported. Results: 52% of the ITT population had HDA (n=158: 52 PBO; 55 atacicept 75 mg; 51 atacicept 150 mg). 92% were female, 67% were white, and baseline characteristics were balanced between groups. At week 24 (Table 1 ; Figure 1 ), the proportion of SLE Responder Index (SRI)-4 (p<0.05) and SRI-6 (p<0.005) responses was greater with atacicept 150 mg vs PBO. BICLA response rate was higher with both doses (p<0.05). More patients achieved SLEDAI-2K ≤2 with atacicept 150 mg vs PBO (p<0.01). Time to severe and moderate-severe flare was significantly reduced at both atacicept doses vs PBO (p<0.05). Patients in the quartile with the largest decline in serum IgG had the highest SRI-6 response ¶ patients with baseline data used for % calculation. were significantly decreased. Anifrolumab led to significant increases in absolute numbers of T-cell subsets in the blood of IFN-high patients. In contrast, no significant changes were observed for IFN-low patients. Observed increases were within normal reference ranges. The alterations did not appear to be secondary to tapering of oral corticosteroids, as these cell types were not significantly different in PBO groups, regardless of tapering. Patients with ≥6-point SLEDAI reductions following anifrolumab demonstrated significant increases in total CD4 and CD8 T cells, and nonsignificant decreases in memory B cells. Significant increases in pDCs were also evident. Anifrolumab did not cause significant differences in other cell types measured. Conclusions: Memory T cell numbers, among other cell types, were significantly reduced in patients with SLEDAI ≥10 and those classified as IFN high at baseline. This suggests that, for patients with more severe disease, type I IFN may be involved in cell migration into the peripheral tissues from the blood. Consistent with this, we found that neutralization of type I IFN with anifrolumab promoted immigration and/or prevented emigration of potentially pathologic immune cells between the tissues and the blood. These data suggest that some effects observed following anifrolumab treatment might be a result of altering the migration patterns of T and other immune cells, which may partially explain its biological activity. Acknowledgements: Funded by MedImmune. Medical writing support: R Plant, QXV Comms, an Ashfield company, funded by MedImmune.
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1,2
Several ongoing LN trials including NOBILITY, an assessment of the efficacy of the anti-CD20 monoclonal antibody obinutuzumab in combination with standard of care immunosuppression, will evaluate proteinuric response at 6 months as a key secondary endpoint.
3 Whether short-term response accurately predicts future CRR, however, is uncertain. Objectives: To assess the predictive value of early measurements of the level of proteinuria and to identify proteinuria cutoffs that best identify patients who will achieve CRR at 18 months. Methods: LUNAR and BELONG were multicenter, double-blinded studies that in total randomized 522 patients with ISN/RPS class III or class IV LN to blinded investigational infusions or placebo in combination with standard of care immunosuppression. 4, 5 CRR was assessed at 18 months and defined for this analysis as achievement of urine protein to creatinine ratio (UPCR) <0.5 with normal serum creatinine that was not increased from baseline by >25%. Bootstrapping was used to generate nonparametric receiver operating characteristic (ROC) curves and estimate area under the curve (AUC). The Youden index was used to identify UPCR cutoff values that maximize sensitivity and specificity. Positive predictive value (PPV) and negative predictive value (NPV) were calculated. Results: ROC curves were constructed for proteinuria measurements at baseline and 3, 6, 9, and 12 months after randomization (Figure 1 ). AUC increased from baseline to month 3 (0.64 vs. 0.80, P <0.001) and from month 3 to month 6 (0.80 vs. 0.84, P <0.01) but did not increase beyond month 6 (P >0.05 for each pairwise comparison). Achievement of 6-month UPCR <1 was 83.8% sensitive and 71.0% specific for CRR at 18 months and had PPV and NPV of 64.9% and 87.2%, respectively. Evaluation of lower 6-month UPCR cutoff values yielded improvements in specificity and PPV but marked decreases in sensitivity and NPV. In multivariate analysis, the addition of 6-month serum creatinine and percent change in UPCR from baseline did not result in meaningful increases in AUC compared with 6-month proteinuria measurement alone.
Conclusions:
Level of proteinuria at 6 months alone was predictive of CRR at 18 months in aggregated data from two phase III LN clinical trials. After 6 months of treatment, UPCR <1 had high sensitivity and NPV for CRR at 18 months. This cutoff might be used to prospectively identify patients who are unlikely to achieve complete response within 18 months on the initial therapy for LN. The impact of these findings on guiding treatment decisions outside the setting of randomized clinical trials requires further investigation. 
